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Sarcoidosis is a multisystem granulomatous disorder of
unknown etiology, which exhibits noncaseating granulomas
in the lungs, skin, bone, and other tissues1. Production of
tumor necrosis factor-α (TNF-α) by alveolar macrophages
is increased in sarcoidosis, which with elevated serum
concentrations of the soluble interleukin 2 receptors predicts
progression of disease in this disorder2-4. We describe a case
of resistant cutaneous and bone sarcoidosis that markedly
improved on treatment with etanercept, a recombinant
fusion protein of two p75 soluble TNF-α receptors and the
Fc portion of human IgG.

CASE REPORT
A 50-year-old African-American woman presented to our medical center
with pain and swelling of her joints and a disfiguring facial rash. Ten years
previously, she had developed a persistent, nonproductive cough and
nodular lesions on her face. The chest radiograph showed bilateral hilar
adenopathy. Biopsy of the skin showed noncaseating granulomas with
negative cultures for fungus and acid-fast bacillus. A diagnosis of
sarcoidosis was made, which prompted treatment with prednisone and local
intralesional steroid injections. Five years later, she developed pain and
swelling of her hands and feet. “Sausage” digits were noted, which
responded minimally to nonsteroidal antiinflammatory agents (NSAID)

and oral prednisone. Over the next 5 years, she continued to have morning
stiffness and joint swelling despite high dose prednisone up to 60 mg daily
and hydroxychloroquine 200 mg twice a day.

She denied any chronic back pain, bloody diarrhea, or recent urinary
tract infections. Examination revealed normal vital signs. The skin
displayed irregular hyper and hypo-pigmented lesions over the face (Figure
1A), arms, back, and thighs. Musculoskeletal examination revealed
dactylitis of her hands and feet, with asymmetrical synovitis involving the
distal and proximal interphalangeal joints. The chest was clear and there
was no lymphadenopathy or splenomegaly. She had normal renal and
hepatic function; other laboratory and serological data are summarized in
Table 1. Chest radiograph did not reveal hilar adenopathy or interstitial
infiltrates. Radiographs of the hand and foot showed minimal soft tissue
swelling, with trabecular changes and cystic changes in the middle and
distal phalanges (Figure 2). A diagnosis of sarcoidosis presenting as lupus
pernio and arthropathy was made after review of the skin biopsy from
January 1992.

Therapy was started with rofecoxib 25 mg daily and oral methotrexate
(MTX) in increasing doses, up to 17.5 mg once weekly over next 3 months.
Despite mild improvement in her morning stiffness and dactylitis, she
developed gastrointestinal symptoms and oral ulcers, which persisted even
after increasing the daily dose of folic acid. Accordingly, etanercept
(Enbrel®) at a dose of 25 mg twice weekly was added to prednisone 30 mg
once daily, hydroxychloroquine 200 mg twice daily, and MTX 15 mg once
weekly. Within 2 months of starting this regimen, she noted marked
improvement. The prednisone was rapidly tapered and within 3 months it
was discontinued along with hydroxychloroquine. MTX was decreased to
5 mg/week. Morning stiffness decreased from 45 min to about 10 min. The
skin lesions became nontender, less swollen, and markedly smaller (Figure
1B). The decrease in tenderness and swelling in her hands and feet allowed
her to return to work. Six months later, she developed cellulitis of the right
lower extremity. Etanercept was discontinued transiently while broad spec-
trum antibiotics were administered. Repeat hand radiographs showed stabi-
lization of the bone disease (not shown). She has continued with etanercept
25 mg twice weekly, MTX 5 mg once weekly, and rofecoxib 25 mg daily,
for about 18 months. During her last clinic visit, she had no evidence of
disease activity.

DISCUSSION
Sarcoidosis is a systemic disorder of unknown cause that is
characterized by its pathological hallmark, the noncaseating
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granuloma1. Respiratory tract involvement occurs at some
time in the course of nearly all cases of sarcoidosis.
Cutaneous disease usually presents either acutely with
erythema nodosum, or chronically with lupus pernio,
nodular lesions, or plaque lesions5. Lupus pernio is associ-
ated with extracutaneous involvement, particularly sarcoid
dactylitis5.

Rheumatic manifestations of sarcoidosis include
arthropathy, bone disease, myopathy, and vasculitis6,7. Acute
polyarthritis is the most common form of joint involvement.
It may be associated with bilateral hilar lymph node enlarge-
ment and erythema nodosum (Lofgren’s syndrome) or occur
in isolation8. Chronic polyarthritis can present in different
ways, including nondeforming arthritis and Jaccoud’s
arthropathy9. The presence of chronic arthritis is frequently
associated with elevated angiotensin-converting enzyme
(ACE), as in our patient10.

Bone disease affects roughly 5% of patients with
sarcoidosis11. The chronic bone lesions are usually cystic or
sclerotic in the proximal and distal phalanges. Radiographs
show lytic bone lesions within the metaphyses of the
phalanges, with remodeling of the cortex and occasionally
multiple fractures. Granulomatous skin lesions are present
in a majority of patients with bone changes11.

Acute sarcoid arthropathy usually responds to NSAID9.
The chronic form responds inconsistently to corticosteroids
and disease modifying antirheumatic agents such as MTX,
hydroxychloroquine, or cyclosporin A9,12.

Inhibitors of TNF-α are appealing treatment options for
resistant sarcoidosis because TNF-α plays a pivotal role in
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Figure 1. Lesions on the patient’s face before therapy with etanercept (A) and after therapy with etanercept (B).

Table 1. Laboratory and serological findings.

Test Value Reference

WBC, × 103/µl 5.77 4–11
Hematocrit, % 29 34–42
Platelets × 103/µl 221 148–340
ESR, mm/h 53 0–20
Serum calcium, mg/dl 8.8 8.5–10
CPK, U/l 116 40–180
Serum ACE, U/l 140 < 100
Urinalysis Neg Neg
Antinuclear antibody 1:80 < 1:40
Anti-double stranded DNA Neg Neg
Anti-Smith/ribonucleoprotein Neg Neg
Rheumatoid factor Neg Neg

ACE: angiotensin converting enzyme.
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granuloma formation13. The inflammatory process in
sarcoidosis is accelerated by the release of TNF-α from
alveolar macrophages2,14,15, which subsequently recruit and
activate other monocytes, macrophages, and inflammatory
cells and induce cell differentiation and apoptosis3,4. A
recent case report described the favorable response to inflix-
imab (monoclonal human-murine chimeric anti-TNF-α
antibody) in a patient with resistant sarcoidosis who
presented with protein-losing enteropathy and myopathy16.
In addition, 2 cases of lupus pernio resistant to corticos-
teroids but responsive to infliximab have been reported17.
Our patient’s excellent response to etanercept supports the
hypothesis that TNF-α may be one of the primary cytokines
mediating the pathogenesis of sarcoidosis. Increases of both
TNF-α expression and concentration have also been
detected in the mucosa and feces of patients with another
granulomatous disorder, Crohn’s disease. This has led to the
successful treatment of resistant Crohn’s disease with mono-
clonal antibodies (Mab) against TNF-α20. Similarly, TNF-α
plays a central role in the protective host response against
tuberculosis, an infectious granulomatous disease19.
Monoclonal antibody against TNF-α causes a reactivation
of tuberculosis in mouse models of latent infection20 and in
humans22.

The beneficial and detrimental effects obtained with
infliximab in different granulomatous diseases may result
from its potential ability to lyse TNF-α-bearing

macrophages or histiocytes in granulomas. Infliximab binds
both the monomer and trimer forms of soluble TNF (sTNF)
with high avidity and forms stable complexes with the trans-
membrane form of TNF23. Thus, this agent could be
expected to improve sarcoidosis and Crohn’s disease at the
same time that it might facilitate a recrudescence of tuber-
culosis. Etanercept, a fusion protein of the 75 kDa TNF-α
receptor and Fc fragment binds only the trimer form of
soluble TNF-α. Etanercept binds to the transmembrane
form of TNA-α with less avidity23.

In patients with active sarcoidosis24 the concentrations of
soluble TNF receptor, both R1 (55 kDa) and R2 (75 kDa),
were elevated. In the subset of patients who responded to
corticosteroids, changes in the concentrations of soluble
TNF-R2 were more useful for monitoring the inflammatory
activity. Thus, the normal response in sarcoidosis may be to
increase the levels of soluble TNF receptor in an attempt to
prevent the delivery of TNF-α to the cell. Our experience in
this case suggests that addition of sufficient amounts of
soluble receptor in the form of etanercept may accomplish
this goal and ameliorate the disease.

This case report provides further evidence for successful
therapy of sarcoidosis with agents directed against TNF-α.
Our patient had severe cutaneous and arthritic manifesta-
tions of sarcoidosis that improved dramatically with etaner-
cept and prednisone. The etanercept maintained her
response after the prednisone was tapered and discontinued.
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Figure 2. Radiographs of the patient’s foot (A) and hand (B) show cystic (arrows) and trabecular (arrowheads) changes in the
middle phalanges of the foot and the middle and proximal phalanges of the hand. Similar changes can be seen in other middle and
distal phalanges of the foot (not marked).
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We doubt that prednisone had a significant role in the
improvement of her skin and joint disease given her poor
response to intermittent doses of high dose prednisone over
the previous 5 years. MTX may have contributed to this
excellent response; however, it should be noted that MTX
may take up to 6 months to be effective in sarcoidosis18.
Also, our patient was tapered to very low dose MTX (5
mg/day) after only 3 months of 17.5 mg weekly therapy.

Complex and resistant sarcoidosis may need combination
immunosuppressive therapy. Etanercept is a new addition to
this armamentarium.
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